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MEMORANDUM 

TO: FDA DOCKET 2004D-0440 

FROM:  CRF INC. 

SUBJECT:  CLINICAL SYTEMS USED IN CLINICAL TRIALS DRAFT SEPT 2004 

DATE: 14 OCTOBER 2004 
 

CRF Inc provides software and services that collect electronic patient reported outcomes 
for clinical trials.  The draft CSUCT guidance document was reviewed from our industry 
space.  The following comments and markup document shows the issues seen as items 
requiring clarification and revision. 

1. Line 16 – Need to add discussion for ePRO devices used in patient’s homes and 
discussion about the use and status of Application Service Providers (ASP). 

2. Line 96 – Need to adjust for “Transient Data Collector” devices which are not 
good eSource storage locations. 

3. Line 96 - The definition of “SYSTEM” should be logical not physical to account 
for non-traditional computing environments. 

4. Line 109 & 214 - “WHY” has been excluded in the past.  Not required per P11 
final rule preamble IVI.D.para 5 last sentence that states specifically not required.  
New requirement? 

5. Line 122 - If the agency does not intend to enforce P11 can organizations not 
implement during this timeframe? 

6. Line 138 – What does “be available on site” mean?  This is not realistic for patient 
home ePRO devices or investigator sites.  There is also no consideration for ASP 
type services.  Need a good definition for “SITE”. 

7. Line 184 – This discussion of electronic records should discuss the differences 
between data and metadata to ensure clarity to users. 

8. Line 200 – This paragraph should discuss metadata as it relates to clinical data 
changes.  Are metadata audit trails needed? 

9. Line 240 – The term ‘trusted third parties” is wrong.  Each country traces its time 
to their NIST.  In the USA it is time.nist.gov.  The term should be changed to 
“traceable to national standards”. 

10. Line 309 – “accessible at the site”.  This is not realistic for patient or investigator 
sites.  A good definition for “site” is needed.   Same as line 138. 

11. Line 317 – Add “and validation” to the end of this line.  Owners cannot only 
evaluate the effects of changes on security, validation is also affected. 

12. Line 329 – What is the definition of “site” here.  Patient or Investigator? 
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13. Line 329- 330 – “systems documentation at the site and provide an overall 
description of the system“ is not practical.  Investigators and patients do not need 
have a full set of documentation nor are they required to understand this 
information.  It would not provide any value added. 

14. Line 352 – “Software validation documentation being available at the site”.   If the 
software is purchased per line 385, documentation might not be available.  How 
will this be handled? 

15. Line 375 – OFF THE SHELF SOFTWARE – No consideration is given for 
Application Service Providers.  Are they considered “off the shelf”? 

16. Line 385 – “OTS software can be assumed validated”.  This is an incorrect 
assumption proven many times.  Just because it is made does not mean it is 
validated! 

17. Line 388 – This line implies that on-site vendor audit documents will be available 
for inspection.  Many companies do not share this information.  Is the availability 
of said documentation now an expectation? 

18. Line 389 – “Would itself” does this mean sponsor or investigator?  It is unclear. 
19. Line 389 – Assuming “functional testing” is not always true or might be an 

informal effort with no objective evidence.  The term should also be changed to 
“System Testing” per IEEE STD 610.12 

20. Line 391 – Discusses additional validation efforts.  This is typically User 
Acceptance Testing – UAT and should be required of all purchased software. 

21. Line 401 – states that 3 bullets of validation evidence be available.   This 
contradicts with line 388, which states supplier audit evidence, and line 391, which 
states that UAT is adequate. 

22. Line 421 – states re-validation needed on changes that exceed design specs.  This 
might be true for hardware but should never be acceptable for software.  Any 
changes should be tested to ensure continued functionality.  This is already a 
standard industry practice. 

23. Line 436 – CONTINGENCY PLANS.  This implies that software SOPs include 
contingency plans.  This should be part of the clinical protocol and study SOPs. 

24. Line 467 – states “continuing basis, as needed”.  This is an unenforceable clause 
and should be reworded. 

25. Line 541 – CERTIFIED COPY.  This definition does not account for Data 
migration, which is a normal part of software lifecycle and long term archiving.  
These are always validated processes and are not copies as the eSource is moving 
from one system to another. 

26. Line 548 – Direct Entry – This term is not used in industry.  The Term should be 
“eSource” which has been adopted by DIA and CDISC. 

27. Line 560 – Original Data – this definition does not account for Transient Data 
Collection devices.  These are portable devices, which are not good eSource boxes.  
The data is migrated as part of the workflow into central databases which are 
designated the original data location.  See CDISC definition. 

28. Line 572 – The term Desing Level Validation is not a common term.  I think User 
Acceptance Testing – UAT would be a better commonly known term. 

29. Line 587 – Add the following term – Application Service Provider. 
30. Line 587 – Add the following term – Site – Sponsor, ASP, investigator, or patient? 
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31. Line 587 – Add the following term – eSource Custodian – Trusted 3rd parties 
holding clinical data.  See CDISC term 

32. Line 587 – Add the following term.  Transient Data – Data that is collected on 
portable devices and subsequently migrated to eSource databases.  See CDISC 
definition. 

33. Line 607 – Reference IEEE STD 610.12 for Software Validation and System 
Testing definition. 

34. Line 607 – Consideration should be given to citing references and definitions in 
publications from industry groups and consensus standards bodies.  Showing only 
FDA - ICH references implies a “fishbowl” view not in concert with industry. 

 
Feel free to contact me personally, regarding these comments. 

Yours truly, 

 

Gregory D. Gogates 
VP, Quality Management & Regulatory Affairs 

CRF Inc.  
1601 Trapelo Rd, Suite 243 
Waltham, MA 02451, USA 
Tel. +1-781-250-1209 
Fax +1-610-222-9347 
greg.gogates@crfhealth.com  

 

 












































